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against whole type 5 M protein (Dale, J.B. and Beachey, E.H., "Multiple heart-cross-reactive 
epitopes of streptococcal M proteins," J. Exp. Med. 767:1 13-122, 1985). — 



PIps,^ r *r 1arR fhe paragraph beg^ninp at. pape 2 2. line 20, with the following rewritten 

paragraph: ^ . 

- Three rabbits each were immunized with 100 ug doses; of the hexavalent 



vaccine in either alum or CFA. Booster injections of the same dose were given at 4 and 8 weeks 
in either alum or saline, respectively. ELISA titers were determined jsing the purified 
hexavalent protein as the solid phase antigen (Figure 3). Sera from the animals that received the 
hexavalent vaccine in alum had antibody titers that were equal to or greater than the sera from 
rabbits that received the same dose in CFA. In a subsequent experiment, three rabbits were 
immunized i.m. with 100 ug of the hexavalent vaccine in saline alone according to the same 
schedule. None of these rabbits developed significant antibody titers against either the 
immunogen or the respective pep M proteins (data not shown). These data indicate that alum is a 
suitable and necessary adjuvant for the multivalent vaccine and is equal to Me adjuvant activity 
of CFA in combination with the hexavalent protein. 



In the Claims 



Please cancel claims 13, 14, 18, 20, 22, 24-26, 28, 29, 33, 35, 39, 41, 43, and 45-48 
without prejudice to the filing of any divisional, continuation, or continuation-in-part application 



Please amend claims 12, 15-17, 19, 21, 23, 27, 30, 32, 36-38, 40, 42 and 44 to read as 



follows: 




12. (Amended) A recombinant fusion 




de, comprising: 



(a) a multi^efifmimunogeruc portion wherein the immunogenic portion 
comprises at least>tfolmmunogenic peptides, the peptides comprising at l.iast 10 amino acids 
and capabie'of eliciting an immune response against Group A Streptococci; and 
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(b) a C-tenninal peptide urtrifih--^FetexrtS~^ of the 
immunogenic portion, wherem^e-^t^i peptide is a reiteration of at least one 
immunogenic peptidgjktfnthe amino-terminal of the immunogenic portion and is not required to 
-stimulate-ai ^i^uae-res 



15. (Amended) The polypeptide according torfiun 12 wherein at least one 
of the immunogenic peptides is from a Group A Streptocopefserotype selected from the group 
consisting of 1, 2, 3, 4, 5, 6, 1 1, 12, 13, 14, 18, 19, 22^2<28, 30, 48, 49, 52 and 56. 



16. (Amended) The ^polypeptide according to claim 12 wherein the 
V) immunogenic portion consists of six^mnunogenic peptides, wherein the peptides are an axnino- 
£j ^terminal portion of at least one Nfprotein. 

17. .^(Amended) The polypeptide according to any one of claims 12 or 15-li6 
wherein at least one of the immunogenic peptides is from a serotype 1 1 Group A Streptococci. 



^ ^^^^^ 19 ( Am ^ ^ 12 or 15 ~ 16 
^wherein at least ojae-oftKTnununogenic peptides is from a serotype 13 Group A Streptococci. 




ng to any one of claims 12 or 15-16 



21. (Amended) The 
/herein at least^Qjxe^rfll^mmimo genie peptides is from a serotype 22 Group A Streptococci. 




23. (Amended) The polypepjWe_ac^rdmg-teruny^ 12 or 15-16 

wherein at le^gL oae^rfTEemimunogenic peptides is from a serotype 28 Group A Streptococci. 



27. (Amended) A composition for promoting an_ 
Group A Streptococci, comprising: 





against 



lant fusion polypeptide, comprising 
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(i) a multivalent immunogenic portion wherei&-tfie immunogenic 
portion comprises at least two immunogenic peptides, the pepti^es^omprisinjj at least 10 amino 
acids and capable of eliciting an immune response agaipsKxroup A Streptococci; and 



(ii) a C-termmal^peptide which protects the imm onogenicity of the 
immunogenic portion, whereip^Jie C-terminal peptide is a reiteration of ^\least one 
immunogenic peptidejpm'ltfe amino-termmal'of the immunogenic portion aid is not requiredlo 
stimulate an impadne response gainst Group A Streptococci; and 



(b) a pharmaceutical^ acceptable excipient or diluent. 




iP-mirqwrittrirf!^ ^ * rt 97 , farther r^r flprisinff 



32. (Amended)J]^ a c c o rding t o any onc -a£xlaims 27 or 30- 
further comprisjn^.an4ifgnunon^dulatory cofactor. 



36. (Amended) The composition according to any one of cl£kflg27 or 30- 
31 wherein at least one of the immunogenic peptides is from a Groim>^Slreptococci serotype 
^Ml^\lected from the group consisting of 1. 2, 3, 4, 5, 6, 1 1, 12,1^^1% 22, 24, 28, 30, 48, 49, 




52 and 56. 



37. (Amended) Th^cSomposition according to any one of claims 27 or 30- 
31 .wherein the immunogenic portjoff^onsists of six immunogenic peptides, vierein the peptides 
are an amino-terminal pdrtiotfof 'at least one M protein. 



(Amended) The composition according to any one af claims 27 or 30- 
31 wherefrflit least one of the immunogenic peptides is from a serotype 1 1 Group A Streptococci- 



40. (Amend 



composition according to any one of claims 27 or 30- 



3 1 wiierein atJeSsfone of the immunogenic peptides is from a serotype 13 Group A Streptococci. 
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wherein at least one a 



42. (Amended) The composi] 



g to any one of claims 27 or 30- 



unogenic peptides is from a serotype 22 Group A Streptococci. 



(Amended) The-composition-acc^ 

3 1 wherein at leasfftae-ofrfarlmm^^ is from a serotype 28 Group A Streptococci. 




Please add new claims 54-58 to read as follows: 



54. (New) The polypeptide accordingjo-anynine-^ 12 or 27 wherein 





55. (New) The polypeptids^ecdfSi^ to claim 16 when; n^each M protein 
i&ri is from a different Group^TS&eptococcal serotype, the serotypes beinj; 1 , 3, 5 5 6, 19, and 

* \S ' i/ s s 



56. (New) The polypeptide-aecordiKgToany one of claims 12 or 27 wherein 



the immunogenic po 
amino-tepjwilalportion of a M protein/ 



nsists of^tenammunogenic peptides, / wherein the'peptides are an 




57. (New) The polypeptide^oof3u)g to claim 56 where ri each M protein 
portion is from a different Group A Streptococcal serotype, the serotypes being 1 3 3, 5, 6 5 18,^19, 

22-24 28, and 30. 

v ^ i/ S 

5%S (New) The polypeptide according to any one of claims! 12 or 27 wherein 
the immun^response against Group A Streptococci comprises opsonic anli bodies! that do not 
cross-peact with human tissue. ^ ^ ^ 



( 
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